
November 1, 1977 

D r .  M.G.P. Stoker 
Director of Research 
Imperial  Cancer Research 

Fund Laboratories 
P.O. Box 123 
Lincoln's  Inn F ie lds  
Landon, WC2A 3PX 
England 

Dear Michael : 

Thank you f o r  tak ing  the  t i m e  t o  w r i t e  your well-reasoned letter of October 18. 
A s  I b d i c a t e d  t o  t h e  Macy Foundation ( in  response t o  t h e i r  concern about my 
p r i o r i t i e s )  and t o  Mike Fried,  I have come t o  more o r  less t h e  pos i t i on  you 
have advised, although f o r  somewhat d i f f e r e n t  reasons. The h e p a t i t i s  workiseems 
out at  present ,  i n  p a r t  because I am having d i f f i c u l t i e s  assembling t h e  necessary 
reagants;  I am now planning t o  begin work i n  ea rnes t  on t h i s  problem only a f t e r  
I r e t u r n  and have developed s u i t a b l e  f a c i l i t i e s  here. I a m  a l s o  somewhat dis-  
couraged by the  bureaucra t ic  hurdles t h a t  stand between me and the  cloning of 
i n t e g r a t i o n  sites f o r  var ious  RXA tumor v i ruses ,  though I s t i l l  be l ieve  a good 
case can be made f o r  a Category 3 assignment f o r  several such experiments. I 
have sensed a lack  of enthusiasm on t h i s  subjec t  i n  Mike F r i ed ' s  letters, which 
I now understand more f u l l y  i n  t h e  l i g h t  of your letter. 
explore o the r  ways t o  get some of the  appropriate clones made, wi ther  here  o r  
abroad, depending upon P4 f a c i l i t i e s ,  new guide l ines ,  etc. For t h e  moment, 
I would simply l i k e  t o  l e a r n  t o  do cloning i n  a polyoma vec tor ,  s inee  t h i s  mag 
be the b e s t  way t o  do a v a r i e t y  of th ings  h e r e  i n  the  absence of a P4 f a c i l i t y  
o r  an  EK3 system. 
i n t e r e s t  i n  giving him a hand with anything h e  is doing, i n  order  t o  become fami- 
l i a r  with t h e  polyoma system. 
t h e  production of de l e t ion  mutants of avian leukos is  v i ruses .  Although i t ' s  per- 
f e c t l y  poss ib le  t h a t  something else w i l l  seem more attractive by the  t i m e  I arrive, 
this st i l l  seems f i n e  t o  m e  a t  the  present.  
i n  the  polyoma group (i .e. ,  i n  Mike F r i ed ' s  l ab )  f o r  t h i s  work f o r  several reasons: 
(1) I foresee  needing more day-to-day advice about t he  enzymatic manipulations 
than about the growth of v i ruses  with which I am r a t h e r  f ami l i a r ;  (2) I hope t o  be 
doing some work with Mike t o  l e a r n  t h e  polyoma system, as noted above: and (3) 
th ink  I w i l l  l e a r n  more during the  year  i f  surrounded by people I know less w e l l  
working on a system I know less about. Naturally,  I a h a l l  be very g r a t e f u l  f o r  
advice f o w  John.and Robin, but I see the  problem i n i t i a l l y  as one i n  nuc le i c  ac id  
biochemistry with clear precedents i n  the  papovavirus systems. 
r ecen t ly  discussed these  p lans  with Ehel Neiman who ha8 some i n t e r e s t  i n  attempting 
t o  develop i n  v i t r o  assays f o r  avian leukos is  viruses while i n  Robin's l a b ;  if we 
w e r e  both successfu l ,  i t  would obviously be n i c e  t o  test my mutants i n  h i s  assays,  
hut that seems a long way o f f .  

W e  are continuing t o  

I have wr i t t en  and w i l l  again w r i t e  t o  Mike Fr ied  about my 

Of the  th ree  o r i g i n a l  proposals,  I am l e f t  with 

However, I would p r e f e r  t o  be based 

I 

I have, i n  fact ,  

Cer ta in ly  I th ink  these  p lans  are s u f f i c i e n t l y  ill-formed and my arrival s u f f i c i e n t l y  
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d i s t a n t  thaa  f u r t h e r  discussion wi-h a l l  the  p a r t i e s  poss ib ly  concerned can await 
next suxaer. I n  t h e  meantime, I s h a l l  write t o  Mike Fried i n  t h e  hopes t h a t  h e  
w i l l  be amenable t o  the  proposals I have l a i d  ou t  here. 
p o s s i b i l i t y  t h a t  my ambiguities about p r o j e c t s  and loca t ion  may have aggrevated 
rather than avoided some d i f f i c u l t i e s  I had an t i c ipa t ed  about s e f t l i n g  i n  a t  ICRF. 
I hope t h a t  I can now resolve some of these  u n c e r t a i n t i e s  without undulyupse t t ing  
anyone. 

I am s e n s i t i v e  t o  t h e  

Inc iden ta l ly ,  you may have noticed t h a t  t h e  i s s u e  of Nature which brought m e  the  
goad news t h a t  you would be a t  ICRF during my year the re  also contained t h e  person- 
to-person i t e m  frorn me t h a t  you had 00 recommended. Although I have had no re- 
sponses to  i t  as y e t ,  we have had several interesting--and a few promising---re- 
sponses t o  o t h e r  i nqu i r e s  and advertisements. 
f e e l i n g  f a i r l y  secure about t he  domestic s i t u a t i o n .  

As a r e s u l t ,  a t  t he  moment, I am 

I w i l l  keep you informed of f u r t h e r  developments. 

With b e s t  personal regards,  

Harold E. Varmus, M.D. 
Associate Professor 
Department of Microbiology 

Encls 


